The recent identification.by Denson et al (1969) of two distinct types of haemophilia A (A + and A -) recalls the early explanation, of the variation in severity observed in haemophilia cases, by Haldane (1935) who noted 'it is likely that several allelomorphs of haemophilia exist'. This hypothesis, though it has not been strictly scrutinized, has influenced thinking on factor 8 levels both in normal and affected subjects.
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The hypothesis was extended by Graham, McLendon, and Brinkhous (1953) and Brinkhous et al (1954) to cover the wide range of variation of factor 8 levels observed in normal persons. They postulated a series of alleles located on the X chromosome, and haemophilia appeared in the distribution as a threshold effect due to the presence of an abnormal gene occurring at the same locus as the normal allelic series. Their hypothesis was soon shown to be untenable. Pitney and Arnold (1959) argued that it implied different values in normal males and females and similar values in normal males and carrier females, which arose from a dosage effect, whereas the converse was indeed observed. This rebuttal became less convincing with the elucidation of dosage compensation, the Lyon effect, and in particular the analogous behaviour of G6PD levels in deficient males, heterozygous females, and normals, the gene for G6PD deficiency being situated at an X-locus close to that for the classical haemophilia gene. But the hypothesis of an X-linked allelic series was convincingly disposed of by Kerr's data (1965) on normal individuals. In particular he obtained similar correlations for father/son and mother/son pairs, whereas with an X chromosome series these should differ widely; secondly he observed no bimodality of factor 8 distribution among normal brothers, whereas this would be expected from the segregation of the maternal X chromosomes. Graham (1959) (1959) suggested that the similar distributions observed in normal males and females could be explained on the hypothesis that plasma AHF concentration in normals is under the control of autosomal genes, and indeed the discovery of autosomal mutations that influence the factor level confirms some autosomal effect. But, they pointed out, the situation of the classical haemophilia gene on the X chromosome implies that it either interferes with the expression of the autosomal genes or is itself responsible for a substance which inhibits or destroys plasma AHF. Further evidence comes from studies of factor 8 levels in members of normal families (Pitney et al, 1962; Kerr et al, 1965 and 1966) Ramgren (1961) and the later data of the same authors with Ahlberg (Nilsson et al, 1965) , and were interpreted with the assistance of the pedigree diagrams in Ramgren, Nilsson, and Blomback (1962) and Ahlberg (1965) 
